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Amide bond formation is widely regarded as the most used
chemical reaction in drug discovery.!! Despite the importance
of amides, nearly all are formed by reactions operating under
a single mechanistic approach: dehydrative condensation of
amines and carboxylic acids by the action of a coupling
agent.”l This approach has proven to be highly suitable, albeit
often wasteful and expensive, for the majority of amides.’! An
exception is the preparation of highly hindered and electron-
deficient amides, for which difficulty in their formation by
condensation is well known.[! Although a number of mech-
anistically unique amide bond forming reactions have been
reported,” including work from our own labs,/ none of these
new reactions addresses the challenge of preparing amides
from hindered acids or those derived from bulky or electron-
deficient amines.

As part of our research program aimed at the identifica-
tion and development of new amide-forming reactions, we
have been seeking approaches to the preparation of hindered
amides and those derived from electron-deficient amines. We
now document a rapid and simple approach to such targets by
the addition of Grignard reagents to hindered isocyanates
(Scheme 1). The reactions proceed in minutes at room
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" Extremely hindered amides accessible = Rapid reactions at RT
= No excess of reagents necessary = Robust and scalable

MgBr O\\ Et,O or THF

RT 30 min

Scheme 1. Synthesis of sterically hindered and electron-deficient
amides by direct coupling of Grignard reagents to isocyanates.

temperature, tolerate a number of functional groups, and
provide access to hindered secondary amides not readily
prepared by standard methods.

Since the elegant work of Gilman on the titration of
organomagnesium halides through addition to isocyanates,”!
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only scattered applications of this reaction have appeared.®
To the best of our knowledge, a general protocol for the
addition of bulky Grignard reagents to bulky or electron-
deficient isocyanates has not been reported.”’ More recently,
rhodium-catalyzed additions of organostannanes!'”! and bor-
onic acids!'!l to isocyanates were disclosed but—despite the
convenience of these starting materials—these methods
require an expensive rhodium catalyst and have only been
applied to unhindered substrates.

Using 1 as a model substrate, we explored the addition of
various Grignard reagents to this hindered isocyanate
(Scheme 2). We found that the reactions could be conducted
under a variety of conditions, and selected Et,0O as a solvent
for further exploration of the substrate scope. Addition of the
Grignard reagent (as a solution in Et,0 or THF, 1.0 equiv) to
the isocyanate (0.25M in Et,O, 1.0 equiv) at 0°C followed by
warming to room temperature was found to be applicable to
nearly all substrates examined.” In most cases, aqueous
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Scheme 2. Grignard additions to isocyanate 1. Reaction conditions:
1 (1.0 mmol), Grignard reagent (1.0 mmol), Et,0 (4 mL), 0°C to RT,
30 min. [a] In situ formation of Grignard reagent from corresponding
bromide and Mg metal. [b] 3 h reaction time.
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workup and washing of the crude material with hexanes
provided analytically pure amide products without the need
for further purifications.

Hindered Grignard reagents including tert-butyl, mesityl
and 2-biphenyl Grignard cleanly added to the isocyanate to
give amide products 2-4 in excellent yield. Even the
extremely bulky adamantyl-, 2.4,6-trimethoxyphenyl and
2.,4,6-triisopropylphenyl Grignard reagents provided desired
products 5-7 in good yield. As anticipated from these results,
several other amides derived from aromatic (8-10), hetero-
cyclic (11) and aliphatic (12, 13) Grignards were easily
prepared by this protocol. In no instance did we observe over-
reaction of the Grignard reagent with the resulting amide; this
proved to be the case even when less hindered substrates were
used.

The scope of the isocyanate was found to be equally broad
(Scheme 3). Hindered isocyanates such as fert-butyl, tert-
octyl, 1-phenylcyclopropyl, or adamantyl isocyanate were
excellent substrates and delivered amide products 15-18 in
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Scheme 3. Mesityl Grignard (14) addition to various isocyanates.
Reaction conditions: isocyanate (1.0 mmol), mesityl Grignard (14,

1.0 mL of 1™ solution in Et,0), Et,0 (4 mL), 0°C to RT, 30 min. [a]
Reaction performed on 15 mmol scale in 2-MeTHF (60 mL). [b] —78°C
to RT, 30 min. [c] Isocyanate prepared in situ from 4,6-dichloropyrimi-
din-2-amine and oxalyl chloride in benzene.
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high yields. Amide 15 was synthesized on a 15 mmol scale
using 2-methyl THF as a more industry-friendly solvent.['’]
The synthesis of amides from electron-deficient amines by
couplings with activated esters is often challenging due to
their decreased nucleophilicity. In contrast, electron-deficient
isocyanates are excellent substrates for the reaction with
Grignard reagents. Amide products 21-24 from bulky and
electron-deficient, aromatic isocyanates, such as 2,6-dichloro-
phenyl, 2.6-diisopropylphenyl and 2-fluoro-6-trifluoro-
methylphenyl isocyanate were accessible. Furthermore, our
conditions were applicable to the synthesis of hindered,
electron-deficient, aliphatic amides 25-27 derived from
amino-isobutyrate ester and trifluoromethyl-substituted iso-
cyanates. The o-trifluoromethyl-substituted amides could
serve as promising building blocks in medicinal chemistry.!'*]
The chemoselective addition of Grignard reagents to isocya-
nates bearing ester or ketone functional groups is noteworthy;
the corresponding amides (23, 25, 26) were obtained in good
yield.

Even the combination of the most hindered substrates
from each reaction partner gave the expected amide in good
yield, allowing for the preparation of exceptionally hindered
secondary amides 30 and 31 (Scheme 4).”)
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Scheme 4. Synthesis of sterically hindered amides 30 and 31.

The hindered isocyanate substrates are readily prepared
from either amines or carboxylic acids using well-established
methods and, if necessary, amenable to column chromatog-
raphy.'! Two examples are shown in Scheme 5. These
isocyanates are easily handled compounds that can be
stored for months without any sign of decomposition; many
of them are commercially available. The Grignard reagents

a) F3C_NHy+HCI triphosgene FsC N°C
sat. ag. NaHCO4/ he)
CHyCl, (1:1),
0 °C, 30 min
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b) 0 DPPA
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Scheme 5. Synthesis of isocyanates from a) amines and b) carboxylic
acids. DPPA = Diphenylphosphoryl azide.
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used in this study were either commercially available or
readily prepared from the corresponding organohalide and
magnesium metal. We anticipate that other methods for
Grignard formation, such as magnesium-halogen exchange!'”!
or transmetalation from boron reagents,“s] will also be
suitable for this chemistry. The use of other organometallic
species, perhaps with the aid of a catalyst, is also likely to be
viable.

In summary, we have identified a convenient and rapid
approach to the synthesis of hindered and electron-deficient
amides by the direct coupling of isocyanates with Grignard
reagents. This provides a reliable solution to the preparation
of amides for which traditional, coupling reagent based
reactions generally fail to give the desired product. The
starting materials, while not as common as amines and
carboxylic acids, are readily obtained by well-known proto-
cols. We anticipate that our method will be of considerable
use for the preparation of challenging amides and will find
application in the synthesis of pharmaceuticals and materials.

Experimental Section

Typical procedure for the preparation of 27: In a flame-dried Schlenk-
flask under N, 1l-isocyanato-1-(trifluoromethyl)cyclohexane (0.19 g,
1.0 mmol) was dissolved in dry Et,0 (4 mL) and cooled to 0°C.
Mesitylmagnesium bromide (14, 1.0 mL of a 1M solution in Et,0) was
added dropwise over 2-3 min and the reaction mixture was warmed to
RT and stirred for 30 min. The reaction mixture was quenched with
sat. NH,Cl solution (10 mL) and stirred for 1-2 min before EtOAc
(25 mL) was added and the phases separated. The organic layer was
washed with brine (10 mL), dried over Na,SO,, filtered and concen-
trated under reduced pressure. The obtained crude material was
washed with hexanes, the solid was collected by filtration and dried
under high vacuum to obtain the pure product 27 as a colorless solid
(0.29 g, 0.92 mmol, 92 %).
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